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Sequences producing significant alignments: 

gi|1168223|sp|P35563|5HT3_RAT 5-hydroxytryptamine 3 recepto... 
gi |13242306| ref | NPJ)77370. 1 1 (NM_024394) 5-Hydroxytryptamin . . . 
gi I 9938026{ ref |NPJ)64670 . 1 | (NM_020274) 5-hydroxytryptamine. . . 
gi|2144046|pir| [158179 5HT3 receptor subunit - rat (fragmen... 
gi|4504543|ref INPJD00860.1 | (NM_000869) 5-hydroxytryptamine. . . 
gi|13325275|gb|AAH04453.1|AAH04453 (BC004453) Unknown (prot... 
gi|9790622|gb|AAB37533.2| (S82612) 5-hydroxytryptamine type... 
gi|1586341|prf | I2203408A serotonin 3 AS receptor [Homo sapiens) 
gi 1 11559956 1 ref |NP_071525 . 1 | (NM_022189) 5-hydroxytryptamin . . . 
gi|5174469|ref |NP_006019.1 | (NM_006028) 5-hydroxytryptamine.. . 
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8e-19 
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Top Alignment 

>gi|1168223|sp|P35563I5HT3_RAT 5-hydroxytryptamine 3 receptor precursor (5-HT-3) 

. (Serotonin-gated 

ion channel receptor) (5-HT3R) 
gil681916}dbj IBAA08388.il (D49395) serotonin 5-HT3 receptor [Rattus rattus] 
Length = 483 

Score ~ 95.9 bits (237), Expect = 8e~19 

Identities «= 81/335 (24%), Positives - 157/335 (46%), Gaps *= 28/335 (8%) 

Query: 12 LGFS ITLLLVHGQG FQGTAAIWPSLFNVN — LSKKVQESIQI PNNGSAPLLVDVR 64 

L +++L+ G+G Q + P+L ++ L ++ ++ + P LV + 

Sbjct: 10 IJVLFLSVLIAQGEGSRRRATQAHSTTQPALLRLSDHLLANyKKGVRPVRDWRKPTLVSID 69 

Query: 65 VFVSNVFNVDILRYTMSSMLLLRLSWLDTRIAWNTSAHPR-HAITLPWESLWTPRI»T 123 

V + + NVD +++ + R WD L W +++P +S+W P + I E 

Sbjct: 70 VIMYAILNVDEKNQVLTTYIWYRQFWTDEFIiQWTPEDFT)NVTKLSIPTDSIWVPDILINE 129 

Query: 124 ALWVDWRDQSPQARVDQDGHVKLNIJU^TE 18 3 

+ V P V G V+ 1» T C+ ++ +FP D NCSL+F + +T + 

Sbjct: 130 FVDVGKSPSI PYVYVHHQGEVQN YKPLQLVTACSLDI YNFPFDVQNCSLTFT SWLHTIQD 189 

Query: 184 LEF QAHWN EI VS VKREYWYDLKTQVPPQQLVPCFQVTLRLKN 227 

+ ++ +N E++ v ++ + ++T ++ F V +R + 

Sbjct: 190 INI SLWRTPEEVRSDKSI FINQGEWELLGVFTKFQEFS I ETSNS YAEMK — FYWI RRR— 246 

Query: 228 TALKSIIAIOATPAEALIJJtfWCGGLLPLRAIERIGYTOT^ 287 

L ++LL+P+ L++ D+ G LP + ER+ +K+TLLL Y V + LP+++ 
Sbjct: 247 -PLFYAVSLI^PSIFLMWDIVGFCLPPDSGERVSFKITLLLGYSVFLIIVSDTLPATAI 305 

Query: 288 CNPLHYYFTILLLLLFLSTIETVLLAGIiLARGNL 322 

PL+ YF + + LL +S ET+ + L+ + +L 
Sbjct: 306 GT PLI GVYFWCMALLVI S LAET I FI VQL VHKQ DL 340 
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Figure 2: 

PSSMs producing significant alignments: Score (bits) Evalue 

gnl|CDD| 4842 pfam02931, Neur_chan_LBD, Neurotransmitter-gated ion-channel 1... 54.5 6e-09 



CD-Length - 216 residues, only 64.4% aligned 
Score «= 54.5 bits (131), Expect « 6e-09 

Query: 52 PNNGSAPLLVDVRVFVSNVFNVDIIiRYTMSSMLLLRLSWLDTRLAWNTSAHP-RHAITLP 110 
Sbjct: 19 VBNGGDPVWSVGLYLQQIISVDEKNQDLTTNVWLRQQWTDPRIAWNPSDYGGITSLRLP 78 

Query: 111 WESLWT PRLTI LEALWVDWRDQS PQ ARVDQDGHVKLN1AIATETNCNFELLHFPRD 166 

Sbjct : 79 SDKIWKPDIFLYNK--ADGIHDITTPNTNVRVYPDGTVLWSPPAIYKSSCPMDLTYFPFD 136 

Query: 167 HSNCSLSFYALSNTAMELEFQ 187 
Sbjct: 137 QQNCSLKFGSWTYNGDEVDLQ 157 



Helix 1 from 230 (out) to 253 (in) : Score =5.26 

Helix 2 from 261 (in) to 278 (out) : Score =3.31 

Helix 3 from 295 (out) to 314 (in) : Score =4.96 

Helix 4 from 368 (in) to 390 (out) : Score =5.47 
4 helices (-) : Score = 24.541 
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Masked Sequence: >XNPXONCHl 

MALWS LLHLT FLG FS I TLL LVHGQGFQGTAAIW PS LFNVN LS KKVQE S I QI PNNGSA PLL 
VDVRV EV SNVFNV DI LRYTM S SMUjLRLSWLDTRLAWNT S AH PRHAI T LPWE S LWT PRLT 
ILEALWDWRDQSPQARVDQDGHVKLNLAIiATETNCNFELLHFPRDHSNCSLSFYALSNT 
AMELEFQAHVVNEIVSVKREYVVYDIiKTQVPPQQLVPCFQWLRLK^ 
EAIJJJrovCGGI^ PLRAIE RIGYKVTIJ^SYLT^ 

liilflstibtvijag llargnlgaksgpspaprgeqrehgnpgphpaespsrgvkgsors 
wpetad riffi»vtwgvix:tqfvfagiwm waacksdaapgeaaphgrrprl 



Haosat/Signask. Scores for GEN SCAN 
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5HT3B_MO0SE MI LLWSCLLV AWG I LGTATPQ PGNSSLHRLTRQLLQQYHKEVRPVYNW 

5ht3B_RAT MI LLWSCLLV AWG I LGTATPQ PGNSSLHRLTRQLLQQYHKEVRPVYNW 

5 HT 3 B_HUMAN MLSSVMAPLWACILVAAG- iLATDTHH PQDSALYHLSKQLLQKYHKEVRPVYNW 

5HT3_RAT MPLCI PQVLLALFLS VLI AQGEG S RRRATQAH STTQPALLRLS DHLLAN Y KKGVRP VRDW 

5HT3_MOOSE MRLCI PQVLIiAI^SMLT^GEGSRRRATQED-TTQPALLRLSDHLLANYKKGVRPVRDW 

5HT3_HUMAN MLLWVQQALL ALLLPTLLAQGEARRS RN TTRPALLRLS DYLLTN YRKGVRP VRDW 

5HT3C_HUMAN MEGGWPARQSALLCLTVSLLLQGRGDAFTINCSGFDQHGVDPAVFQAVFDRKAFRPFTNY 

INPIONCH1 — MALWSLLHLTFLGFSITLLLVHGQGFQG TAAIWPSLFNVNLSKKVQESIQIPNNG 



5HT3B_MOUSE AEATTVYLDLCVHAVLDVDVQNQKLKTSVWYREVWNDEFLSWNSSLFDEIQEISLPLSAL 

5ht3BJRAT AEATTVYLDLCVHAVLDVDVQNQKLKTSMWYREVWNDEFLSWNSSLFDDIQEISLPLSAI 

5RT3B_HUMAN TKATTVYLDL FVHAI LDVDAENQI LKTSVWYQEVWNDEFLSWNSSMFDEI REI SLPLS AI 

5HT3_RAT RKPTLVS I DVIMYAI LNVDEKNQVLTTYIW YRQFWTDEFLQWT PEDFDNVTKLS I PTDS I 

5HT3_MOUSE RKPTTVS I DVIMYAI LNVDEKNQVLTTYIWYRQYWTDEFLQWT PEDFDNVTKLS I PTDSI 

5HT3_HUMAN RKPTTVS I DVIVYAILNVDEKNQVLTTYIWYRQYWTDEFLQWNPEDFDNITKLSIPTDSI 

5HT3C_HUMAN SI PTRVNI SFTLSAILGVDAQLQLLTSFLWMDLVWDNPFINWNPKTCVGINKLTVLAENL 

INPIONCH1 SAPLLVDVKVFVSMVFNVDILRYTMS SMLLLRLSWLDTRLAWNTS- AHPRHAI TLPWESL 



5HT3BJMOUSE WAPDIIINEFVDVERSPDLPYVYVNSSGTIRNHKPIQWSACSLQTYAFPFDIQNCSLTF 

5ht3B_RAT WAPDI 1 1 NEFVDVERSPDLPYV YVN SSGT I RNHKPI QWS AC SLQTY AFP FDI QNCSLTF 

5HT3B_HUMAN WAPDI 1 1 NEFVDI ERYPDLPYVYVNS SGTI ENYKP I QWS AC S LET YAPP FDVQNC S LT F 

5HT3_RAT WVPDI LI NEFVDVGKS PS I PY V YVHHQGE VQN YKPLQLVTACSLDI YN FPFDVQNC S LTF 

5HT3_MODSE WVPDI LI NEFVDVGKS PN I PYVYVHHRGEVQNYKPLQLVTACSLDIYNFPFDVQNCSLTF 

5HT3_HUMAN WVPDILI NEFVDVGKS PNI PYVYIRHQGEVQNYKPLQWTACSLDI YNFPFDVQNCSLTF 

5HT3C_HUMAN WLPDI FI VBSMDVDQTPSGLTAYT SSEGRI KYDKPMRVTSI CKLDI FYFPFDQQNCTFTF 

INPIONCH1 WTPRLTI LEALWVDWRDQS PQARVDQDGHVKLNLALATETNCN FELLH FPRDHSNCSLS F 



** * . . ; * 
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5HT3B_MO0SE 

5ht3B_RAT 

5HT 3 B_HUMAN 

5HT3_RAT 

5HT3_MOUSE 

5HT3_HUMAN 

5HT3C_H0MAN 

INPIONCH1 



NS I LHT VEDI DLGFLRNREDIEND- KRAFMNDS EWQLLS VSS TYHI RQS- SAGDFAQI RF 
NS I LHTVEDI DLGFLRNQEDI END-KRS FLNDSEWQLLS VTST YH I RQS - SAGDFAQI RF 
KSILHTVEDVDLAFLRSPEDIQHD-KKAFLNDSEWELLSVSSTYSILQS-SAGGFAQIQF 
TSWLHTIQDINISLWRTPEEVRSD-KSIFTKQGFA*ELLGVFTKFQEFSIETSNSYAFJ4KF 
TSWLHTIQDINITLWRSPEEVRSD-KSIFINQGEWELLEVFPQFKEFSIDISNSYAEMKF 
TSWLHTIQDINISLWRLPEKVKSD-RSVFMNQGEWELLGVLPYFREFSMESSNYYAEMKF 
S S FLYTVDSMLLGMDKEVWEXTDTS RK VIQTQGEWELLGIN - KATPKMSMGNNL YDQIMF 
YALSNTAMELEFQAHWN EIVSVKREYWYDLKTQVPPQQL VPCFQV 



5HT3BJ40DSE 

5ht3B_RAT 

5HT3B_HOMAN 

5HT3_RAT 

5HT3_MOOSE 

5HT3_HUMAN 

5HT3C_HUMAN 

INPIONCH1 



NWIRRCPIAYWSLLIPSIFI^LVDLGSFYLPPNCRARIVFKTNVLVGYTVFRWMSDE 
NWI RRCPLAYWSLLI PS I FLMLVDLGSFYLPPNCRARI VFTCTNVLVGYTVFKVNMSDE 
NVVMRRHPLVYVVSLLIPSIFL^VDI^SFYLPPNCRARIVFKTSVLVGYTVFRVNMSNQ 
YWI RRRPLFYAVSLLLPSIFLMVVDI VGFCLPPDSGERVSFKTTLLLGYSVFLI I VSDT 
YVIIRRRPLFYAVSLLLPSIFU1VVDIVGFCLPPDSGERVSFKITLLLGYSVFLIIVSDT 
Y WIRRRPLFYWSLLLPSI FLMVMDI VGFYLPPNSGERVSFKITLLLGYS VFLI I VSDT 
YVAIRRRPSLYIINLLVPSSFXVAIDALSFYLPAESF^RAPFKITLLLGYNVFI»IJ4MND1* 
TLRLKNTALKSI I ALLV PAEALLLADVCGGLLPLRAI ERI GYKVTLLLS YLVLH S S L VQA 



5HT3B_MOUSE 

5ht3B_RAT 

5HT3BJJUMAN 

5HT3_RAT 

5HT3_MOOSE 

5HT3_HUMAN 

5HT 3 C_HUMAN 

INPIONCH1 



VPRS AGCTPLI GVFFT VCMALLVLS LS KS I LL I KFL YEE RHSGQERP — L 

VPRS AGCTSLI GVFFT VCMALLVLSLS KSI LLI KFL YEE RHSEQERP — L 

VPRSVGSTPLIGHFFTICMAFLVLSLAKSIVLVKFIiHDE QRGGQEQP — F 

LPATAIGTPLIGVYFWCMALLVI SLAETI FI VQLVHKQDLQRPVPDWLRHLVLDRI AWL 
LPAT-IGTPLIGVYFWCMALI»VI SLAETI FI VRLVHKQDLQRPVPDWLRHLVLDRI AWI 
LPATAIGTPLI GVYFVVCMALLVI SLAETI FIVRLVHRQDLQQPVPAWLRHLVLERIAWL 

LPAS — GTPLI SVYFALCLSLMWSLLETVFITYLLHVATT QPPPMPRWLHS 

LPS S S SCNPLLI YYFT ILLLLLFLSTI ET VLLAGLLARG 
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5HT3B__MOUSE 


MCLQGDSDAEESRLYLGAPR 


ADVTES PVHQEHRVPSD 


5ht3B_RAT 


MCLRGDSDANESRLYIiRAPC 


AEDTESPVRQEHQVPSD 


5HT3B_HUMAN 






5HT3_RAT 


LCLGEQPMAHRP PATFQANKT DDCS 


— AMGNHCSHVGSPQDLEKTSRSRDSPLPPP 


5HT3_MOUSE 


LCLGEQPMAHRP PAT FQANKT DDCS GS DLLPAMGNHC SHVGGPQDLEKT PRGRGS PLP P P 


5HT3_HUMAN 


LCLREQSTSQRPPATSQATKTDDCS 


— AMGNHCSHMGGPQDFEKSPRDRCSPPPPP 


5HT3C_HUMAN 


LLLHCTSPGRCCPTAPQKGN 




INPIONCHl 







5HT3B_MOOSE TLRDFWFQFRSI^SLRTRDQIHQKEVE^IAILYRFIX^LLFRlYIiAVLGLYTVTL 

5ht3B_RAT TLK D FW FQLQS I NN S LRTRDQ VYQKE VEWLAI LCH FDQL L FRI YLA VLGL YT VT L 

5HT3B_HUMAN TLKE VWSQLQS I S N YLQTQDQTDQQEAEWLVLLSRFDRLLFQS YLFMLGI YTI TL 

5HT3__RAT REASLAVRGLLQELSSIRHSLEKRDEMREVARDWLRVGYVLDRLLFRI YLLAVLAYSITL 

5HT3_MOUSE REAS LA VRGLLQELS S I RH FL EKRDEMREV ARDWLRVG YVL DRLLFRI YLLAVLAYSITL 

5HT3__HOMAN REASLAVCGLLQELSSIRQFLEKRDEIREVARDWLRVGSVLDKJLLFHIYLLAVLAYSITL 

5HT3C_HUMAN ELAGKKLGPRETEPDGGSAWTKTQLME^WVQFSHAMDTLLFPXYLLFMAS SI LTV 

INPIONCH1 EPSRGVKGSQRSWPETADRIFFLVYWGVLCTQFVFAGIWMWAACKSDAAPGE 



5HT3B_MOUSE 

5ht3B_RAT 

5HT3B_HUMAN 

5HT3_RAT 

5HT3_MOUSE 

5HT3JTOMAN 

5HT3CJ1UMAN 

INPIONCH1 



CSLVJALWSRM 
CSLWALWSRM 
CSLWALWGGV 
VTLWSIWHYS 
VTLWSIWHYS 
VMLWSIWQYA 

IVLWNT 

AAPBGRRPRL 
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Figure 5: 




IC1.1 GCTCTGGGTGGACTGGAGGG 

IC1.2 CCGTGTTGCTGAGAGCGTAGAAGC 

IC1.3 CCGGAATTCATGGCCCTATGGTCCCTGCT 

IC1.4 CCCAAGCTTTTACAGTCTAGGCCGCCTGC 

IC1.5 GACACTCGCCTGGCCTGGAACACTA 

IC1.78 GCAACCCACTGCTCATTTACTACTT 

IC1.R3 CAGCCTAAGCAGCAGCATGG 

IC1 . R7 TGAGCAGTGGGTTGCAGGAG 

IC1.F2 TCTGGCCATCCCTCTTCAAC 

IC1.F3 GACATCCTGCGATACACAAT 
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Primers 



1.3-1.2 



1.5-1.2 



1 23456 12345 



Ml BI1W 



1 - adrenal 

2 - heart 

3 - prostate 

4 - skeletal muscle 

5 - testis 

6 -thymus 



1 2 3 4 5 



Primers 1.5-1.2 1.1-1.2 
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Figure 7: 



Lane Exons 
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Figure 8A: 
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Figure 8B: 
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1 - 5HT3a + INPIONCH01 

2 - 5HT3a 
3-INPIONCH01 

4 - untransfected cells 
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IC1.18 



IC1.11 



INPIONCH01 



5HT3a 



IC1.10 



ICL17 



5H.10 



5H.5 



5H.4 



5H.11 



IC1.10 CCGGAATTCCGCCGTGTTCTTCAGCCTCAG 



IC1.11 



CCGGAATTCCTCAAGTCCATCATCGCTCTC 



IC1.17 CTAGTCTAGACTCAGTCTAGGCCGCCTGCCAT 



IC 1 . 1 8 CCCAAGCTTGCCACCATGGCCCTATGGTCCCTGCT 



5H.4 



CCGGAATTCGCGGATGACCACATAGAACTTC 



5H.5 



CCGGAATTCCGGCGGCCCCTCTTCTATGTG 



5R10 



CCCAAGCTTGCCACCATGCTGCTGTGGGTCCAGCA 



5H.11 



CTAGTCTAGACTAGCGTACTGCCAGATGGACCAGAGCAT 
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lOmcMSHX 
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0- 10nM5HT3 
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Figure 13: 



10*jM5HT3 




2nd application after wash 
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Figure 14: 



10pM5HTS 
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Figure 15: 



1200- 



1000- 



800 H 
< 600- 



10 iiM 5HT 
-80 mV 





n=3 



ZAC 



67 



68 



Amplitude of serotonin-induced 
(10 mcM) currents. 
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Figure 17: 
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Figure 18: 



M + + + - + - 
1 2 ~3~ T~ 
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